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Background

Thig submission includes a letter dated 8/13/96 in response
to the deficiencies iterated in the last review of PP#5F04456
(see 2/6/9¢ memoc of G. Otakie).

The Arerican Cyanamid Company has petitioconed for permanent
tolerances for residues of the insecticide/miticide
chlorfenapvr/Pirate®/Alert® (CL 303,630} [4-bromo-2-
(chlorophernyl} -1- {ethoxymethyl) -5- {trifluoromethyl} -1H-pyrrole-3-
carbonitr.iie]l as follows:

Cottonseed 0.5 ppm
Milk 0.01 ppm
Milk Fat 0.15 ppm
Meat 0.01 ppm
Meat Bwv-Products 0.10 ppm
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Under PPH#3G4224 (see 1/26/94 review of G. Otakie} CRBTS
recommended in favor of a temporary tolerance for Pirate in/on
cottonseed of 0.5 ppm, for a period of two years. Under
PP#5G04507 {see 8/10/95 review of G. Kramer) CRTS recommended in
favor of temporary tolerances for Pirate in/on oranges, orange
0il, lemon o©il and lemons of 0.50, 2.0, 2.0, and 0.50 ppmn,
respectively, and in milk fat (reflecting 0.01 ppm in whole
milk}, fat, meat, and meat by-products {cattle, goats, horses and
sheep} of 0.25, 0.20, 0.01, and 0.05 ppm, respectively. Other
temporary tolerances for Alert/Pirate have been propocsed under
PP#5G04523 and PP#5G04548 in/on lettuce and cabbage,
respectively. Per PP#3G4224 (see 5/16/95 review of G. Otakie} a
gatisfactory EPA method trial for Pirate in/on cottonseed has
been completed.

PQutstanding Deficiencies

9b. CBTS concurs that the previous estimate of 10.00 ppm parent
residues in cotton gin byproducts represented an unrealistic
worst case. We note that in the new cottonseed processing study
{(see Deficiency 10a and b) parent residues in linters and linter
motes were 1.80 and 2.13 ppm, respectively after processing
delinted cottonseed with parent residues of <0.05 ppm. 1In the
absence of the required cotton gin byproduct field trial data
CBTS will use 2.00 ppm as a realistic worst case estimate of
parent residues in cotton gin byprocducts. The petitioner has
committed to conduct six field trials during the 1997 season to
obtain residue data on cotton gin byproducts.

11. A revised label containing the following crop rotation
restrictions is required:
Do not plant root crops within 60 days of last application.

For all other crops do not plant within 30 days of last
application.



12b. A revised Section F with time limited tolerances for
chlorfenapyr in ruminant commodities of 0.01, 0.31i5, 0.01, 0.10
and 0.05 ppm, respectively for milk, milk fat, meat, fat and meat
byproducts of cattle, goats, hogs, horses, and sheep is required
{note: a tolerance for fat was not proposed). A note in the
tolerance expression of the revised Section F is also required
indicating that the parent is serving as a marker for metabolite
residues in meat byproducts. For this reason the meat byproduct
tolerance will be listed separately in the Code of Federal
Regulations. The proposed and required permanent tolerances are
summarized as follows:

Required Proposed
Milk 0.01 0.01
Milk Fat 0.15 0.15
Meat of Cattle, Goate,
Hogs, Horses, and Sheep 0.01 0.01
Fat of Cattle, Geoats,
Hogs, Horses and Sheep 0.1¢0 none

Meat Byproducts
cof Cattle, Goats, Hogs, 0.05 0.10
Horses and Sheep

Recommendations

At this time CBTS recommends against establishing the
proposed permanent tolerances of 0.50, 0.01i, 0.15, 0.01, and §.10
ppm for chlorfenapyr/Pirate/Alert in/on cottonseed, milk, milk
fat, meat and meat by-products, respectively for the reasons
cited in Deficiency Nos. 8b, 11 and 12b. Residue data
requirements for cotton gin byproducts (i.e. Deficiency 9b) would
not preclude the establishment of time limited tolerances
provided the other deficiencies were resolved.

HED notes that the Food Quality Protection Act of 1996 has
amended and strengthened the standard for establishing tolerances
undex the FFDCA. OPP is still assessing the full impact of this
change in the law on the tolerance-setting process and plans to
issue guidelines concerning the egtablishment of tolerances under
the amended statute. All tolerance petitions have to meet the
requirements of the FFDCA as amended by the FQPA and OPP may
require additional data to determine if the texrms of the amended
statute are met.



Notes for PM

A note in the tolerance expression of the revised Section F and
CFR for animal commodities is also required indicating that the
parent is serving as a marker for metabolite residues in meat
byproducts. For this reason the meat byproduct tolerance will be
listed separately in the Code of Federal Regulations. Any time
limited tolerances would be established to allow the petitioner
time to submit residue data for cotton gin bybroducts {(i.e.
Deficiency 9b) once the other deficiencies are resolved.

Note for DRES

A DRES run may be initiated based on required tolerancées for
chlorfenapyr of 0.50 ppm in/on cottonseed and "'0.01, 0.15, 0.01,
0.10 and 0.05 ppm, respectively for milk, milk fat, meat, fat and
meat byproducts of cattle, goats, hogs, horses, and sheep. The
permanent. tolerance expression for chlorfenapyr in plant and
animal commodities may be expressed in terms of parent only.
However, for risk assessment purposes a ratio of 6X the proposed
parent tolerance level in ruminant meat byproducts, is to be used
to account for metakolite residues per the HED Metaboligm
Committee:. Therefore, 0.3 ppm should be used in the DRES run for
meat byproducts of cattle, goats, hogs, horses and sheep.

Tolerances for poultry commodities are not required basesd on the
current proposed uses for chlorfenapyr. However, for future risk
assessment purposes where a tolerance for poultry meat by-
products is required a ratio of 10X the proposed parent tolerance
is to be used to account for metabolite residues per the HED
Metabclisr Committee.



Detailed Considerations

The numbering of Deficiencies follows the latest CBTS review
under PP#5F04456 {see 2/6/96 memo of G. Otakie}.

Deficiency No. 1

Most product chemistry data reguirements for the TGAI have been
satisfied. Preliminary analysis data reflects pilot as well as
large scale production. A revised CSF is required with certified
limits for all impurities »0.1 w/w%. Pending submission of a
revised CSF, adeguate product chemistxy data are available for
the subject proposed permanent tolerances for Pirate in/on
cottonseed and animal commodities. The petitioner should submit
verification of an approved ANSI common name if one has been
obtained.

Petitioner‘s Response to Deficiency No. 1

Although our proposed common name, chlorfenapyr has been
provisionally accepted by the ANSI K62 Committee, the British
Standards Institute (BSI) has still not processed our request.

CBTS s Comments/Conclusions re: Daficlency No. 1

This deficiency is resolved per the revised CSF dated 8/12/96
(see Confidential Appendix}.

Daefigiency No. 2

CBTS notes that the maximum application rate has been reduced in
the subject petition from 2.0 lbs ai/A/season in the temporary
tolerance PP#3G4224 to 1.05 lbs ai/A/season. A revised label
with a crop rotation statement not to plant to any food or feed
crop within 60 days of the last application (except a 30 day
plant back for leafy and legume vegetables) is regquired (see
Conclusion 11).

Patitioner‘s Response to Deficiency No. 2

The petitioner’s response is presented under Deficiency No 11.

CBTS'g Comments/Conclusions re: Deficiency No. 2

This deficiency is no longer applicable since the required
revigsed label for crop rotation is now addressed under deficiency
Ne. 11.



Deficiencieg Nog. 3, 4 and S

The nature of the residue in cotton is adequately understood.
Pending HED Metabolism Committee review, the residue of concern
in cotton rconsists of the parent Pirate.

The nature of the yesidue in poultry is adequately understood and
consists primarily of the parent in muscle and fat. In addition
to the parent numerous Pirate metabcelites have been identified.
In eggs the parent and its N-dealkylation metabolite CL 303,268
[i.e. Pyrrole-3-carbonitrile, 4-bromo-2-{(p-chlorophenyl)-5-
{triflucromethyl)~] are present at the highest level., In liver
and kidney the parent, CL 303,268, CL 152,835/M-6 [i.e. Acetic
acid, {[2-(p-chlorophenyl)-3-cyano-~5-(trifluorcmethyl)pyrrol-1-
yllmethoxy}-) and CL 325,157/M-6a {(i.e. Acetic acid, {[3-bromo-5-
(p-chloroplenyl) -4-cyano-2- {trifluoromethyl) pyrrol-1-yl]
methoxy}~) are present at the highest levels. In light ¢f the
low dietary burden for poultry from the proposed use on cotton a
decision or which moieties should be regulated if any is deferred
pending HEI' Metabolism Committee review. »

The nature of the residue in ruminants is adequately understood
and consists primarily of the parent in muscle, fat and milk. In
addition t¢ the parent numercus Pirate metabolites have been
identified. In the liver and kidney the metabolites CL 325,195
[i.e. 2-Pyrrolidine-3-carbonitrile, 2-(p-chlorophenyl)-S-hydroxy-
4~0x0-5- (trifluoromethyl)-]1 and CL. 322,250 [ i.e. Pyrrole-2-
carboxylic acid, 3-bromo-5-(p-chlorophenyl)-4-cyano-]- were
present at the highest level as well as the parent, other
metabolites and conjugates. A decision on which moieties should
be regulated is deferred pending HED Metabolism Committee review.
The petitioner has proposed regulating only the parent for animal
commoditias.

Petitioner’s Respconee to Deficiencies Nos. 3, 4 and 5

The petiticner welcomes HED Metabolism Committee’s recent ruling
that for plants
(cottonseed/oranges/lemons/tomatoes/lettuce/cabbage/potatoes) and
animals {(poultry/ruminants) commodities the tolerance expression
will be established in terms of parent only and that no
tolerances are reguired at the present time for poultry
commoditisz. The petitioner concurs with the Committee’s
decigion that the residues of the parent will be used in
assessments of dietary risk from plants (RAC and processed
commedities) as well as ruminant meat and milk. Although the
parent is the only moiety that needs to be regulated in meat
byproducts, the relative contribution of two other metabolites
will also be included in the dietary risk assessment.
Consequently no further data nor residue methods for liver and
kidney mefabolites will be reguired.

&



CBTSs Comments/Conclusions re: Deficiency Nos. 3, 4 and 5

Per the HED Metabolism Committee Meeting of 6/20/96 (see
PP#5F04456 7/10/96 memo of G. Otakie} the following conclusions
were made:

1. PFor plant commodities there is no scientific objection
to establishing the chlorfenapyr permanent tolerance
expression in terms of parent only. Use of only parent
residues is acceptable for chlorfenapyr dietary risk
assessments on plant commodities based on the parent
comprising such a high percentage of the residue.

2. For ruminant commodities {(excluding meat byproducts)
there ig no scientific objection to establishing the
chlorfenapyr permanent tolerance expression in terms of
parent only. Use of only parent residues is acceptable for
chlorfenapyr dietary risk assessments on ruminant
commodities {excluding meat byproducts).

3. For ruminant meat byproducts there is no scientific
objection to establishing the chlorfenapyr permanent
tolerance expression in terms of parent only. However,
chlorfenapyr dietary risk assesgsments on ruminant meat
byproducts should include the two metabolites CIL, 303,268 and
CL 325,185 as well as the parent (CL 303,630). Although the
metabelites have different acute toxicities and CL 303,268
has a lower LD,, than the parent, the metabolites were
detected in the rat metabolism study and are therefore
included in the toxicology endpoints. For risk assessment,
the three moieties are assumed to have comparable toxicity
taking into account their relative residue levels. The
ruminant meat byproduct risk assessment will use a factor
(i.e. ratio parent plus metabolites/parent) multiplied by
the parent based tolerance determined from the residue
levels of the three moieties in the ruminant metabolism
studies.

4, The metabolism decisions for ruminant commodities are
not fully applicable to poultry commodities. It was noted
that based on the current proposed uses tolerances on
poultry commodities are not required. However, poultry was
addressed in the event that future proposed uses for this
new chemical require tolerances on poultry commodities.

5. For poultry commodities (excluding meat byproducts)
there is no scientific objection to establishing the
chlorfenapyr permanent tolerance expression in terms of
parent only. Use of only parent residues is acceptable for



chlorfenapyr dietary risk assessments on poultry commodities
(excluding meat byproducts).

6. For poultry meat byproducts there is no scientific
objection to establishing the chlorfenapyr permanent
tolervance expression in terms of parent only. However,
chlorfenapyr dietary risk assessments on poultry meat
byproducts should include the four metabolites CL 303,268,
CL 325,195, CL 152,835 and Cir 325,157 as well as the parent
{CL; 303,630). Although the metabolites have different acute
toxicities and CL 303,268 has a lower LD, than the parent
the metabolites were detected in the rat metabolism study
and are therefore included in the toxicology endpoints. For
risk assessment the five moieties are assumed to have
comparable toxicity taking into account their relative
residue levels. The poultry meat byproduct risk assessment
will use a factor {(i.e. ratio parent plus
metakbolites/parent} multiplied by the parent based tolerance
determined from the residue levels of the five moieties in
the poultry metabolism studies.

Ruminants

in accordance with the HED Metabolism Committee, the ruminant
meat byproduct risk assessment for chlorfenapyr will use a factor
{i.e. ratio parent plus metabolites/parent} multiplied by the
parent based tolerance determined from the residue levels of the
three moieties in the ruminant metabolism studies (two
metabolites CL 303,268 and 32%,195 as well as the parent
{303,630} . The estimate is as follows:

The first geoat metabolism studies (see PP#3G4224 1/26/94 memo of
G. Otakie! indicated the highest 1esidues occurred in pyrrole
label study with the following results:

residue {ppm)

liver kidney
parent CL 303,630 0.04 0.06
metabolite CL 303,268 .02 0,02
metabolite CL 325,185 0.20 «<0.01
total 0.26 0.0¢%

liver ratio = 0.26/0.04 = 6.5
kidney ratic = 0.09/0.06 = 1.5



additiocnal characterization data was also included in the second
goat metabolism studies {see PP#5F4456 5/30/96 memo of G. Otakie)
which will be used for the calculation.

Ruminant Residue (ppm)

liver kidney
parent CL 303,630 0.15 0.02
metabolite CL 303,268 0.09 _ 0.03
metabolite CL 325,185 0.46 0.10
total 0.70 0.15

liver ratio = 0.70/0.15 = 4.7
kidney ratio = 0.15/0.13 = 1.2

Since the highest ratics (parent plus metabolites of
concern/parent) result in liver rather than kidney the average of
the liver ratics from the goat metabolism studies will be used.
Accordingly, the ratico for residue value to be used for risk
agsessment for chlorfenapyr in ruminant byproducts is 6 times the
rum}nant byproduct tclerance established for the parent (6.5 +
4.7/2 = 6).

Poultry

CBTS notes that based on the current proposed uses tolerances for
chlorfenapyr in/on poultry commodities are not reguired.

However, in accordance with the HED Metabolism Committee, any
future poultry meat byproduct risk assessment for chloxfenapyr
will use a factor (i.e. ratic parent plus metabolites/parent)
multiplied by the parent based tolerance determined from the
residue levels of the five moieties in the poultry metabolism
studies (four metabolites I, 303,268, 325,195, 152,835, and
325,157 as well as the parent {(303,630)). The estimate is as
follows:

The first poultry metabolism studies {see PP#3G4224 1/26/94 memo
of G. Otakie) failed to'identify one of the major metabolites
{i.e. M-6A or 312,157) found in the second poultry metabolism
studies and accordingly will not be used. Characterization data
included in the second poultry metabolism studies {see PP#5F4456
5/30/96 memo of G. Otakie) will be used for the calculation as
follows:



Poultry Residue (ppm)

liver kidney
parent CL 303,630 0.18 0.10
metabolite CL 303,268 g.19 0.07
metabolite CL 325,195 0.05 0.01
metabolite CL 152,835 (M-6) 0.52 .45
metabolite CL 325,157 (M-g6A}) 0.79 0.92
total 1.73 1.59

liver ratio = 1.73/0.18 = 9.6
kidney ratio = 1.59/0.10 = 16

Since tcoclerances are not established specifically for residues in
poultry kidney a 10X factor based on the liver ratio will be used
to account for metabeclites in poultry meat byproducts.

Summary re:; Chlorfenapyr Metabolism

The permanent tolerance expression for chlorfenapyr in plant and
animal commodities may be expressed in terms of parent only.
However, for risk assessment purposes ratios of 6X and 10X the
proposed parent tolerance level in ruminant and poultry meat
byproducts, respectively will be used to account for metabolite
residues (riote: tolerances for poultry commodities are not
required bzsed on the current proposed uses).

Deficiency No. 6a and b

a. Adeguate analytical methods for Pirate in/on cottonseed are
available mo support the proposed permanent tolerance pending
completion of HED Metabolism Committee review.

b. Pending review by FDA multiresidue data for the parent Pirate
appear adeguate, Additional multiresidue data for metabolites
may be needed pending HED Metabeolism Committee review.

etitioner’s Responsge to Deficiency No. 6a and b

Since the HED Metabolism Committee 'has agreed that the parent is
the only moiety that needs to be regulated, the proposed
enforcement methed for chlorfenapyr in/on cottonseed (M2216) has
been validated, and the multiresidue data has been accepted by
FDA, adequate analytical methods are available to support the
proposed permanent tolerance.

CBTS’'g Comments/Conclugiong re:; Deficiency Mo, &a and b

Since the HED Metabolism Committee has agreed that the parent is
the only moiety that needs to ke regulated (i.e., included in the
tolerance expression), this deficiency is resolved.

10
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Deficiency No. 7

Pending completion of a successful EPA Method Validation,
submission of a revised method including a procedure for
analyzing Pirate in milk fat, adequate method radiovalidation
data, and HED Metabolism Committee review and agreement to
regulate only the parent, adequate analytical metheods for Pirate
in animal commodities are available to support the proposed
pexrmanent tolerances.

Petitioner’s Responge to Deficiency No. 7

Radiovalidation results show good agreement between GC and
radiotracer analyses. The following is a summary of the
radiovalidation data provided:

% of TRR ppb as parent ppb as parent
Tissue as Parent (Radiotracer) GC Analysis
Milk 68 _ .40 38
Muscle 52 30 43
Fat 78 276 247
Liver 7 45 59

MRID No. 440840-01: CIL, 303,630: GC Determipative and GC/MS
Confirmatory Method for CI 303,630 Residues in Cattle Muscle, Fat
and Milkfat, 8/1/96 (M 2398.01)

A revised analytical method (i.e. M 2398.01) was submitted which
included the analytical procedures for milkfat. Method recovery
for milkfat fortified with 10.0 ppb parent was 74%.

CBTS’s Commentas/Conclusions re: Deficiency No. 7

Pexr PPH5G04456 (see 5/9/96 memo of G. Otakie) three methods for
chlorfenapyr in animal commodities have been validated (M 2405
for cattle liver, M 2398 for cattle muscle and M 2395.01 for
cow’s milk). In the current submission the analytical procedures
for milkfat have been added to the method for cattle muscle and
fat with the revised method identified as M 2398.01.

This deficiency has been resolved.

Deficiency Ng. Be

e. Additidonal data on the storage stability of the parent and
any metabolites which need to be regulated are needed before a

11
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determination of the stability of parent and metabolite residues
in muscle and fat samples can be made.

Petitioner’s Regpconse to Deficiency No., 8Se

Freezer storage stability data for the parent in cottonseed,
processed cottonseed commodities and ruminant milk have already
been demonstrated. Additicnal data from the ruminant feeding
study were provided to indicate the fat and muscle samples were
analyzed within 42 rather than S0 days.

CBTS's Comments/Conclusions re: Deficiency No. Be

Since the HED Metabolism Committee has decided that only the
parent needs to be regulated, storage stability data on
metabolites are not regquired.

The goat metabolism study (see PP#5F04456 2/6/96 memo of G.
Otakie) included a C-14 radioactivity profile of HC1 digest of
liver after 8 months of storage which indicated a similar profile
after the 8 month interval with only a 20% lower dpm.

This deficiency is resolved.

Deficiency No. 9b

Per Table 1I (September 13%5) residue data on cotton gin
byproducts (RAC) are reguired for Pirate. At least 3 field
trials for each type of harvesting (stripper and picker) are
needed, for a total of 6 field trials. These data may be
provided or a conditional basis. Based on **C residue data CBTS
anticipates a tolerance above 0.5 ppm for Pirate in/on cotton gin
by-products will be required.

Petitioner’s Response to Deficiency No. Sb

The petitiocner has committed to conduct six field trials during
the 1387 season to obtain residue data on cotton gin byproducts.
They believe the estimate of 10.00 ppm parent in/on cotton gin
by-products, even as a worst case is a gross exaggeration.
Although, they agree with the extrapolation used by CBTS for a
parent residue as high as 5.1 ppm in cotton leaves 21 days after
application, cotton gin byproducts include the plant residues
from ginning cotton and consist of burrs leaves, -stems, ling,
immature s=eds, and sand and dirt. Therefore, any residue in the
leaves will be considerably diluted by all the other matrices
(many of which contribute significantly to the sample weight but
not in total residue, i.e. stems, sand and dirt) and therefore
they do not expect residue levels in the gin trash to be
significantly higher than in the undelinted seed. 1In addition,
although Table II lists that cotton gin byproducts constitute up

4



to 20% of the diet of beef and dairy cattle, the petitiocner
believes that only a fraction {(ca. 9%) of the gin trash is
actually  available for feed. ‘Therefore, the petitioner contends
that time-limited tolerances on ruminant commodities should be at
levels already proposed and reassessed after the results from the
cotton gin trash RAC studies are available.

CBTS‘ g Comments/Conclusiong re: Deficiency No. 9b

CBTS concurs that the previous estimate of 10.00 ppm parent
residues in cotton gin byproducts represented an unrealistic
worst case. We note that in the new cottonseed procegsing study
{see Deficiency 10a and b) parent residues in linters and linter -
motgs were 1.80 and 2.13 ppm. In the absence of the required
cotton gin byproduct field trial data CBTS will use 2.00 ppm as a
realistic worst case estimate of parent residues in cotton gin
byproducts. The petitioner hag committed to conduct six field
trials during the 1597 season to obtain residue data on cotton
gin byproducts.

This deficiency remains unresclved.

Deficiency Nc. 1Ca and b

a. An additional cottonseed processing study is redquired to
resolve questions concerning the diminuticn of the parent during
processing. The dark color of the refined oil from the original
processing study may indicate excessive temperatures during
refining and accordingly for the new processing study a lower and
consistent temperature during oil recovery is suggested {i.e.
165-175°F) .

b. A final decision on the need for feed/food additive
tolerances for Pirate is deferred pending the submission of an
acceptable cotton seed processing study.

Petiticner’s Regponge Lo Deficiency No. 10a and b

MRID No. 440840-02; Cl 303,630:Procesgs Study Cl 303,630 Residues
in procegsed Cotton Seed after Multiple Applications of AC

303,630 38C Ingsecticide to Cotteon in Missigsippi; August 1, 1996 .

In brief, the field portion of the study was conducted in
Greenville, Mississippi with Pirate applied in five weekly
applications beginning 42 days before normal harvest and ending
14 days before normal harvest at a rate of 0.4 1b ai/A in 10.8 to
13.0 gallons cof spray mixture per acre {i.e. total of 2.0 1lb ai/a
or 2X). Samples of cottonseed were collected 1, 2 and 14 days
after the fifth (last application). Ginned cottonseed samples
were analyzed by Method M 2216.01 and processed samples analyzed
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by Method M 2274 with the Limit of Quantitation (LOQ) of 0.05 ppm
for each methed.

The apparent parent residues in ginned cottonseed averaged 0.67
ppm immediately after treatment (1-2 DAT) and 0.36 ppm at 14 DAT.
Unginned cottonseed was sampled at 14DAT and processed at Texas
A&M to produce processed commodities. Ginned seed with
approximately 11-15% remaining lint was saw-delinted in a Carver
delinter to remove wost of the remaining lint; after delinting,
approximately 3% of the lint remained with the seed. The samples
were processed to simulate commercial practice as closely as
possible except they were processed by batch as opposed to
continuously, as in commercial practice.

The highes:z temperatures reported was as the material moved
through the expander, steam was injected directly inte it and the
temperature range of the material (collets) as it exited the
expander was 180-235°9F. The crude o0il was recovered at a
temperature range of 163-194°F. The parent residues from the
processing study were: 0.30 ppm {avg.) in ginned cottonseed,
<0.05 ppm in delinted cottonseed, 1.80 ppm in linters (avg.),
2.13 ppm {avg.) in linter motes, 0.16 ppm in hull, 0.07 ppm in
crude ©ii, 0.07 ppm in recovered refined oil and below the LOQ in
delinted cottonseed, kernel material, toasted meal, extracted
collets, and degolventized soapstock.

The percent of total parent accounted for in each processed
commodity l(expressed as a percent of ginned cottonseed) was
linters 24.6%, linter motes 69.4%, hulls 1.9% and crude oil 2.1%,
for a totsl parent mass balance of 98%. There was no
concentrat:on of apparent parent residues in any of the animal
feed cottonseed commeodities{meal and hull), nor in the crude or
refined cottonseed oils.

A letter dated 6/11/96 from M. Gerngross, Head of GLP Processing
Program, <! Texas A&M addressed previous CBTS concerns about the
dark cottcngseed oil from the first processing study as follows:

"On coc¢casion we do prcduce a darker colored, refined oil.
Through conversations with a commercial processor, I have
discovered that they also, on occasion, procduce a darker
colered oil. Since commercial processors refine large
quantities of 0il on a continuous basis, they have the
luxury of combining darker oil with lighter oil for sale
purposes..... It is my opinion and experience that
production of an occasional darker oil is a combined result
of a NaOH/crude oil contact reaction during miscella
refining, presence of dark pigmentation in the gossypol
gland of glanded cottonseed kernels and quality variation of
kernel material from the field......... Please understand we
keep our processing parameters within or below the
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commercial conditions, because I agree with EPA’s worst case
scenario approach.

CBTS’s Comments/Conclusions.re: Deficiency No, 10a and b

Since the major portion of the parent was left in
linters and linter motes, Malcclm Gerngrogss of Texas A & M
University was called at 409-845-2741 to determine their
composition. He indicated that linters consist of lint removed
from the delinter and linter motes are delinter trash consisting
‘of little pieces of lint, hull and seed from the continuocus
brushing of the delinter blades (i.e. similar tc cotton gin trash
from cotton ginning but in smaller amountg), A mass balance
accounting for 98% of the parent was provided and the cottonseed
processing study is acceptable. No concentration of parent
residues {average level of 0.30 ppm in ginned cottonsgeed)
occurred in crude/refined cottonseed oil or hulls from the second
chlorfenapyr processing study. Accordingly, separate tolerances
for cottonseed processed commodities are not required.

These deficiencies are resolved.

Deficiency No. 11

The confined crop rotation study indicates that residues of
Pirate and or metaboliteg CL 312,094 and CL 325,195 at 0.01-0.02
ppm are possible in rotated crops with a 30 day plant back
interval. However, since the study was conducted at
approximately 2X the current proposed use rate of 1.05 1b
ai/A/season with application made to bare ground {a worst case},
at a plant back interval of 60 days or later all residue
components in all rotated crops should be less than 0.01 ppm.
Accordingly, at the current proposed use rate of 1.05 1b
ai/A/season field rotational crop studies are not required
provided a revised label specifying a 60 day plant back interval
for all rotated food/feed crops is submitted.

FPetitioner’s Respongse to Deficiency No. 1]

The petiticner agrees with the reviewer comments that the
confined crop rotation study represents a worst case scenario
since it was conducted at approximately 2X the current proposed
use rate of 1.05 lb ai/A/season with applications made to bare
ground which realistically results in residues considerably
higher than 2X. This is due to the fact that, that under normal
use rates, a major portion of the residue would be intercepted by
a developed canopy.
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Data in the final confined crop rotation report and summarized on
pages 95-110 were provided (MRID No. 43492851). Residue data
were generated for lettuce, carrot, barley, and soybean follow
crops at plant back intervals of 31, 60, 119, and 364 days after
the f£ifth treatment. Residues of the parent ranged from 0.02-
0.07 ppm in barley forage and carrots at the 31 day plant back
period and therefore they have submitted a revised label
recommending a 60 day plant back interval for small grains and
root crops. However, as the residues in lettuce and soybeans
follow crops were a maximum of 0.01 ppm after a 31 day plant
back, a &0 day plant back restriction is too conservative for
these latter rotational crops, since residues under real world
scenarios at maximum application rates of 1.0% 1b ai/A/season
would be considerably lower than 0.01 ppm.

CBTS’'s Comments/Conclusions re: Deficiency No. 11

Per Guidelines: Confined Accumulation in Rotational Crops (8/96)

An appropriate rotational crop restriction can be set at the
shortest interval where no TRR is » 0.01 ppm, provided the
registrants are willing to include this interval on the
label. If the TRR is «<0.91 ppm in all three crops at the 1-
month interval, then no plantback restriction will be needed
on the label. However, if the minimum intervals at which
the TRR is less than 0.01 ppm differ in the three confined
studies, the rotational crop restrictions will be set at the
interval appropriate to each tested crop group with the
longest interval being applied to all other {untested)
rotated crops.

and per Guidelines: Field Accumulation in Rotational Crops (8/96)
1f no residues above the 1,00 are observed in RAC’s in the
limited field trials, no tolerances will be needed.

Howevar, plantback restrictions will normally be needed

unless the confined study shows no residues of concern at a
32-day plant back interval.
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In brief, data in the confined crop rotation study {(final report)
reflecting a 2X application rate indicated the following:

DAT " TRR ({ppm) Parent (ppm)
mature carrot 31 0.02-0.18 0.02-0.07

60 0.01-~0.02 <0,01
mature lettuce 31 0.08-0.18 0.01

60 0.02-0.03 <0,01
barley forage 31 0.39-0.66 0.01-0.02

60 0.04-0.16 <0.01
barley straw 31 0.56-0.65 0.01.

' &0 0.04-0.16 <0.01
barley grain 31 0.05 <0.01
soybean forage 31 0.08-0.09 0.01-<0.01

60 0.04-0.15 <0.01
soybean seed 31 0.02 <0,01

CBTS agrees that the confined crop rotation study with
application at a 2X rate to bare ground would result in
rotational crop residue levels higher than expected from the
approved maximum application rate on a developed cancopy.
Although, parent residues in/on barley forage up to 0.02 ppm were
identified at 31 days DAT, considering the 2X rate to bare
ground, parent residues at or above 0.01 ppm are not expected
under commercial use conditions. However, significant TRR’'s and
the above CBTS policies preclude the use of a crop rotation
interval of less than 30 days (i.e: and 60 days for root crops!},
without field crop rotation studies.

Accordingly, a revised label containing the following crop
rotation restrictions is required:

Do not plant root crops within 60 days of last application.

For all other crops do not plant within 30 days of last
application.

This deficiency remains unresclved.

i7
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Deficiency No. 12b

b. The ruminant feeding study is tentatively acceptable pending'
HED Metabolism Committee review and adequate muscle and fat
storage stability data as referenced under Conclusion Se.

Petitioner’g Response to Deficiency No. 12b

Since the HED Metabolism Committee’s decision that the parent is
the only moiety that needs to be regulated in ruminants and the
stability of parent residues in frozen animal tissues has been
adequately demonstrated, it is concluded that the ruminant
feeding srudy is acceptable.

CBTS’s Comments/Conclugions re: Deficiency No. 12b

Since the HED Metabolism Committee has concluded that the parent
is the only moiety that needs to be regulated in tolerances for
ruminants and storage stability concerns have been resolved (see
Deficiency 9b) the ruminant feeding study is acceptable.

This deficiency has been resolved,

Deficiency No. 13a, b and c

a. Using the data from the seven day poultry metabolism study
one would estimate the highest residue in poultry at 0.005 ppm
which would likely not be detectable. Therefore, CBTS concludes
that residues of Pirate are not likely to be found in poultry
commodities, based on the feeding levels of the metabolism
studies and the resulting residues. Therefore, a poultry feeding
study and tolerances on poultry commodities are tentatively not
required for the proposed use on cotton, pending HED Metabolism
Committee review,

b. Based on a best estimate of possible residues in cotton gin
byproduets tolerances for Pirate in ruminant commodities of 0,05,
0.75, 0.62Z, 0.50 and 0.05 ppm, respectively for milk, milk fat,
meat, fat and meat byproducts of cattle, goats, hogs, horses, and
sheep are required. A final determination of the secondary
residués in meat, milk, poultry and eggs must be deferred pending
HED Metabcolism Committee review. If other deficiencies in this
petition are resolved, the ruminant tolerances could be made
conditioral on the submission of the required residue data on
cottomn gin byproducts.

c. A revised Section F isg needed propesing the animal commodity
torerances listed above.

18

18



Petitioner’s Response to Deficiency No. 13a, b and ¢

The petitioner agrees that poultry commodities do not need to be
regulated for residues of the parent. However, they disagree
with Agency assumptions for a revised Section F based on a
totally unrealistic exposure scenario of parent residues of 10.0
ppm in cotton gin byproducts. Following rationale discussed in
Deficiency 9b above, the petitioner requests that the Agency
defer revising tolerances on animal commodities until more
definitive data are available regarding the residue levels in
cotton gin trash.

CBTS g Commentsg/Conclugions re: Deficiency No. 13a, b and c

Given the potential residue contribution to the ruminant diet
from cotton gin byproducts their exclusion from the animal diet
in determining required tolerances is not acceptable. However,
per Deficiency 2b (In the absence of the required cotton gin
byproduct field trial data CBTS will use 2.00 ppm as a realistic
worst case egtimate of parent residues in cotton gin byproducts.)
CBTS concurs that the previous estimate and assumptions represent
an unrealistic worsgst casgse which is revised as follows:

Previous Estimate

Worat Case Dietary Burden: The maximum dietary burden associated
with this proposed tolerance in dairy cows results from diet
comprised of cottonseed, meal, hulls, and cotton gin byproducts:

Feed Item % Diet propoged Tolerance’ ¥ DM ppm in Diet
undelinted 25 0.5 ppm 88 0.14
seed
meal 20 0.5 89 0.11
hulls 15 {20 for 0.5 90 0.08
beef
cattle)
cotton gin by 29 10.0 ppm-worst case 90 2.22
progucts estimate
alfalfa hay 20 0 nj/a 0
Total 100 2.565

"Covered by RAC tolerance
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"CBTS notes that residue data are not currently available on
Pirate in cotton gin byproducts. High residues of Pirate
were reported on cotton foliage from the cotton metabeolism
study. For example 48.3, 102.9 and 131.8 ppm TRR were
reported at day zero after an application rate of 2 lb ai/a
phenyl Cl4 {i.e. 2X the current propcsed rate) in cotton
foliage fellowing the first, third and f£ifth treatments,
respectively. Approximately 59-68% of the TRR in cottonseed
was identified as parent. Pirate field dissipation residue
data nave also been submitted to EFED (re: MRID No. 434928
14} wnich indicates Pirate residues on cotton leaves {upper
canopy) after a single late season application of 0.4 1b
ai/A {(0.4X) were 6.9 and 3.3 ppm, at-14 and 28 days after
application, resgpectively. Agsuming a linear residue
dissipation Pirate residues 21 days after application (the
proposed PHI} would be 5.1 ppm at 0.4X. Accordingly, in the
absence of field trial data a woxat case estimate of 10.0
ppm Pirate in/on cotton gin by-products appears reasonable.®

New Estimate

Accordingly, CBTS in the absence of the required data will use
the parent residue data in the new cottonseed processing study
{i.e. parent residue in linters and linter motes of 1.80 and 2.13
ppm, respectively). Expressed as a percentage of the ginned
cottonseed the linters and linter motes from the processing sgtudy
accounted for 94% of the parent mass balance. Accordingly, CBTS
will use 2.0 ppm as the estimated parent residue in cotton gin
byproducts resulting in the following telerances on animal
commodities:

Realistic Worst Case Dietary Burden: The maximum dietary burden
associated with this proposed tolerance in dairy cows results
from diet comprised of cottonseed, meal, hulls, and cotton gin

byproducts:
Feed Item % Diet propased Tolerance” % DM ppm in Diet
undelinted 25 0.5 ppm 88 0.14
seed
meal 20 0.5 89 0.11
hulls 15 {20 for 0.5 90 0.08
beef
cattle)
catton gin by 20 2.0 ppm-realistic 90 C.44
products worst case estimate
alfalfa hay 20 o - n/a 0
Total 100 0.77

‘Covered hy RAC tolerance
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RESIDUES QF

PIRATE IN RUMINANT COMMODRITIES

MATRIX PROPOSED MAX . RESIDUE MAX. RESIDUE
PERMANENT IN LOW DOSE EXPECTED AFTER
TOLERANCE CATTLE FEEDING | ADJUSTMENT TO
{ppm) | 8STUDY {i.e. REALISTIC
0.66 ppm WORST CASE
Pirate dosage EXPOSURE
group) [regquired
tolerance]
{ppm}
MILK 0.01 <0.010 0.01
MILK FAT 0.15 Residue data .15
on milk fat
not collected.
15X _
concentration
factor
proposed by
petitioner.
MEAT* 0.0 <0.010 .01
MEAT BY- 0.10 <0.050 0.05 since is
PRODUCTS* LOQ
FAT* Not currently 0.067 0.10
proposed

— T e e
*=CATTLE, GOATS, HOGS, HORSES AND SHEEP.
A 15X concentraticn factor for parent residues in milkfat/fat was
discussed under PP#5F04456 (see page 33 of 2/6/96 memo of G.
Otakie). Accordingly, based on a realistic worst case estimate
of possible residues in cotton gin byproducts a reviged Section F
with time limited tolerances for Pirate in ruminant commodities
of 0.01, 0.15, 0.01, 0.10 and 0.05 ppm, respectively for milk,
milk fat, meat, fat and meat byproducts of ‘cattle, goats, hogs,
horses, and sheep is required.
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Required Revised Section F

The proposed permanent tolerances for chlorfenapyr in/on animal
commodities from the proposed use on cotton should be revised as
follows:

Milk 0.01
Milk Fat 06.15

Meatr o»f Cattle, Goats,
Hogs. Horses, and Sheep 0.01

Fat cf Cattle, Coats,
Hogs, Horses and Sheep 0.10

Meat Byproducts
of Catrtle, Goats, Hogs,
Horses and Sheep 0.05

A note in the tolerance expression of the revised Section F and
CFR for animal commodities is also reguired indicating that the
parent is serving as a marker for metabolite residues in meat
byproducts. For this reason the meat byproduct tolerance will be
listed separately in the Code of Federal Regulations.

This deficiency is not resolved. A reviged Section F as
specified above is reguired.

Attachment 1- Confidential Appendix - Revised Product Chemistry
for Chlorfenapyr/Pirate/Alert

7509C:CBTS:CM#2:Rm 800:305-6931:5.0takie:10/11/96

cBI
cc with all attachments including Attachment 1 {Confidential
Appendix) : PM 19-Dennis Edwards, Reviewer-Otakie, PP#5FQ4456.

NON-CBI

cCc without Attachment 1 (Confidential Appendix): DRES, RF,
Circu, E. Haeberer.

RDI: RLoranger:10/17/96  EHaeberer 10/21/96
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